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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
September 15, 2008 has been entered. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 13 and 14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 13 recites the limitation "acetylcholinesterase inhibitor and the anti- 
cholinergic agent" in lines 1 and 2. There is insufficient antecedent basis for this 
limitation in the claim. 

Claim 14 recites the limitation "anti-cholinergic agent... the acetylcholinesterase 
inhibitor" in lines 1 and 2. There is insufficient antecedent basis for this limitation in the 
claim. 
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Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 1, 9, 12-14, 18, 20-23, 25, 26 and 33 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Ponec et al. (1999) in view of Vavilala et al. (1999, both of 
record and further in view of Casadio (EP 0140434 A2). 

Ponec et al. teach that neostigmine is useful for the treatment of acute colonic 
pseudo-obstruction, (title). Ponec et al. teach that in patients with acute colonic 
pseudo-obstruction who have not had a response to conservative therapy, treatment 
with neostigmine rapidly decompresses the colon, (page 137, left-hand column under 
Conclusions). Ponec et al. teach that side effect of neostigmine of symptomatic 
bradycardia developed in two patients and was treated with atropine, (page 137 under 
Results). Ponec et al. teach that patients with acute colonic pseudo-obstruction 
received 2.0 mg of neostigmine intravenously over a period of three to five minutes. 
This amount overlap with Applicant's amount disclosed in the specification page 7. 
Ponec et al. teach that acute colonic pseudo-obstruction may develop after surgery or 
severe illness and that colonoscopic decompression is needed to prevent ischemia and 
perforation of the bowel, (abstract). 
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Ponec et al. lack glycopyrrolate for the treatment of pseudo-obstruction and 
various medical conditions resulted in pseudo-obstruction, an intranasal administration, 
dosage ratios and frequencies. 

Vavilala et al. teach that neostigmine for acute colonic pseudo-obstruction rapidly 
decompresses the colon in patients with acute colonic pseudo-obstruction but causes 
bradycardia. Vavilala et al. teach that the bradycardia is a well-recognized and 
important complication of neostigmine therapy. Vavilala et al. teach that the use of 
neostigmine is always accompanied by administration of an antimuscarinic 
anticholinergic agent such as atropine or glycopyrrolate to reverse this effect, 
(abstract). 

Casadio teaches pharmaceutical composition comprising neostigmine and 
glycopyrronium bromide (glycopyrrolate) with a nasal carrier are suitable to be 
administered as intranasal formulations, (claims 1-7, particularly claims 2 and 7). 

It would have been obvious to one ordinary skill in the art at time the invention 
was made to combine neostigmine and glycopyrrolate in bowel care or to combine to 
treat pseudo-obstruction in a patient because neostigmine is useful for the treatment of 
pseudo-obstruction by rapidly decompressing the colon and because glycopyrrolate is 
useful for preventing the development of adverse effect of neostigmine such as 
bradycardia. One would have been motivated to combine neostigmine and 
glycopyrrolate in a single component in order to achieve rapid decompression of colon 
in patients suffering from pseudo-obstruction without the complications of bradycardia, 
well recognized and important adverse effect of neostigmine. One would have been 
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motivated to make such a modification in order to prevent well -recognized and 
important complication well-recognized in neostigmine therapy. Moreover, it is well 
known by Vavilala et al. that neostigmine is always accompanied by the administration 
of atropine or glycopyrrolate to reverse the adverse effect result from neostigmine. With 
regard to the claims intranasal administration, such is obvious in view of Casadio who 
teach that the combination of neostigmine and glycopyrrolate are suitable for intranasal 
formulation. The amounts and the ratios of active agent (glycopyrrolate) to be used, the 
pharmaceutical forms, e.g., tablets, etc; route of administration (intranasal) and cause of 
resulted condition are all deemed obvious since they are all within the knowledge of the 
skilled pharmacologist and represent conventional formulations and modes of 
administration. One of ordinary skill in the art would optimize the dosage of 
glycopyrrolate taught by Vavilala in the obvious combination in order to customize the 
dosage needed based on the patients physical and medical profile. Furthermore, there 
is an expectation of successfully treating pseudo-obstruction in a patient regardless of 
the cause because the neostigmine comprising therapy is effective for treating such 
condition as taught by Ponec et al. 

Thus, the claims fail to patentably distinguish over the state of the art as 
represented by the cited references. 



Response to Arguments 
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Applicants' arguments filed September 15, 2008 have been fully considered but 
they are not persuasive. Applicants argue that neither Ponce et al. or Vavilala et al. 
disclose, suggest or render obvious "a method of bowel care comprising chronically 
adminsitering intra-nasally a therapeutically effective amount of a drug combination 
comprising neostigmine and glycopyrrolate to a subject having chronic intestinal 
pseudo-obstruction to relieve chronic constipation, wherein the chronic intestinal 
pseudo-obstruction is a result of spinal cord injury and the ratio of neostigmine to 
glycopyrrolate is 2.5:1 to 10:1 by weight". This is not found to be persuasive because 
the examiner recognizes that obviousness can only be established by combining or 
modifying the teachings of the prior art to produce the claimed invention where there is 
some teaching, suggestion, or motivation to do so found either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art. 
See In re Fine, 837 F.2d 1071 , 5 USPQ2d 1596 (Fed. Cir. 1988) and In re Jones, 958 
F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case, Casadio teaches that 
neostigmine and glycopyrrolate in a composition is useful and suitable to be formulated 
in intranasal formulations. Further, Vavilala et al. teach that neostigmine is always 
accompanied by administration of glycopyrrolate to reverse the adverse effect of 
neostigmine in colonic pseudo-obstruction therapy. Therefore one would have been 
motivated to combine neostigmine and glycopyrrolate in a single nasal composition for 
the treatment of colonic pseudo-obstruction as an alternative route. There is a 
reasonable expectation of successfully treating colonic pseudo-obstruction with 
intranasal formulation comprising neostigmine and glycopyrrolate because neostigmine 
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in combination with glycopyrrolate results safe and effective treatment of colonic 
pseudo-obstruction treatment and because these two agents are known to be 
formulated in an intranasal formulation in view of Casadio. Applicants argue that there 
is a continuous monitoring use in the operating room in the methods taught by Ponec et 
al. and Vavilala et al. and therefore, one of skill in the art would not predict that the 
disclosed therapy would be used in a chronic basis in a non-clinical setting. This is not 
found to be persuasive because any medical treatment provided by a medical 
profession is generally followed by continue monitoring by the profession. It is within 
the knowledge of the skilled artisan to determine and provide continue monitoring 
including a chronic basis when it is necessary. Further, the etiologies between acute 
(taught by Ponce et al.) and chronic pseudo obstruction in instant claims overlap 
because the subject disclosed by Ponce et al. suffering from acute pseudo obstruction 
was also resulted from the spinal cord injury, (left-hand side page 139). Therefore, it 
would prompt the skilled worker to employ the combination in colonic pseudo- 
obstruction in general including chronic. KSR Int'l v.Teleflex Inc., 82 USPQ2d 1385, 
1 395 (2007). Thus, the claims fail to patentably distinguish over the state of the art as 
represented by the cited references. 



None of the claims are allowed. 
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Communication 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JENNIFER M. KIM whose telephone number is 
(571)272-0628. The examiner can normally be reached on Monday through Friday 6:30 
am to 3 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/JENNIFER M KIM/ 
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